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ACC Comments on NTP MIBKACC Comments on NTP MIBK
Bioassay ReportBioassay Report

Comments are provided by ACC Comments are provided by ACC KetonesKetones
Panel, representing US manufacturers ofPanel, representing US manufacturers of
MIBKMIBK

We do not disagree with the basicWe do not disagree with the basic
findings of the draft reportfindings of the draft report

We propose revisions to sections of theWe propose revisions to sections of the
text to make it more useful to potentialtext to make it more useful to potential
users of the final reportusers of the final report



Report incompletely addressesReport incompletely addresses
tumor response in animalstumor response in animals

The studies appear to be well-conductedThe studies appear to be well-conducted
and the presentation of tumor dataand the presentation of tumor data
accurateaccurate
We understand NTP reports address onlyWe understand NTP reports address only
findings in animals, and not potentialfindings in animals, and not potential
relevance of findings to humansrelevance of findings to humans
Report is likely to be used for cancerReport is likely to be used for cancer
classification, and possible quantitativeclassification, and possible quantitative
risk assessmentrisk assessment



Additions to text may aid ultimateAdditions to text may aid ultimate
useruser

We request that certain sections of theWe request that certain sections of the
text be modified to more fully characterizetext be modified to more fully characterize
the tumor responsethe tumor response

Report will be more useful for ultimateReport will be more useful for ultimate
user user –– regulator, industry or the public regulator, industry or the public

We have submitted detailed writtenWe have submitted detailed written
comments: provide an overview herecomments: provide an overview here



Two significant tumor findingsTwo significant tumor findings

Male rat kidney and mouse liver tumorsMale rat kidney and mouse liver tumors
are only significant tumors induced byare only significant tumors induced by
MIBKMIBK
Both tumor types were predicted basedBoth tumor types were predicted based
on known effects of MIBK in rats and miceon known effects of MIBK in rats and mice
Text of report suggests further work isText of report suggests further work is
needed to address mode of kidneyneeded to address mode of kidney
tumors, and there is no discussion oftumors, and there is no discussion of
mode of liver tumorsmode of liver tumors



Male rat kidney tumor MOAMale rat kidney tumor MOA

Mode of action [MOA] is either induction ofMode of action [MOA] is either induction of
hyaline droplets and alpha-2-microglobulinhyaline droplets and alpha-2-microglobulin
[a2u], or enhancement of chronic progressive[a2u], or enhancement of chronic progressive
nephropathy [CPN], or both.nephropathy [CPN], or both.
SAR with other oxygenated solvents confirmSAR with other oxygenated solvents confirm
Text should more fully discuss the substantialText should more fully discuss the substantial
literature on related materials acting by thisliterature on related materials acting by this
MOA, and conclusions regarding relevance forMOA, and conclusions regarding relevance for
humanshumans
More research to identify a2u accumulation isMore research to identify a2u accumulation is
unnecessaryunnecessary



Mouse liver tumors are adenomas,Mouse liver tumors are adenomas,
not carcinomasnot carcinomas

Modify text to indicate tumor increase over highModify text to indicate tumor increase over high
background incidence is due to increase inbackground incidence is due to increase in
adenomas, not in carcinomas, indicating a lackadenomas, not in carcinomas, indicating a lack
of tumor progressionof tumor progression

Decrease in carcinomas in males!Decrease in carcinomas in males!

Slight increase in carcinomas in females only atSlight increase in carcinomas in females only at
top dose, which appeared to exceed the MTDtop dose, which appeared to exceed the MTD
[based on >10% decrease in body weight gain][based on >10% decrease in body weight gain]

Decrease in carcinomas metastasizing to lungDecrease in carcinomas metastasizing to lung



Mouse liver tumor MOAMouse liver tumor MOA

Add discussion of mode[s] of action ofAdd discussion of mode[s] of action of
adenomasadenomas
MIBK is an inducer of hepatic mixed functionMIBK is an inducer of hepatic mixed function
oxidaseoxidase [MFO] [MFO]
Other materials that induce MFO increaseOther materials that induce MFO increase
mouse liver adenomas by increasing clonalmouse liver adenomas by increasing clonal
expansion of endogenous mouse liverexpansion of endogenous mouse liver
preneoplastic focipreneoplastic foci
No evidence for other MOA, such asNo evidence for other MOA, such as
genotoxicitygenotoxicity, , hepatotoxicityhepatotoxicity, oxidative stress,, oxidative stress,
peroxisomalperoxisomal proliferation proliferation
MOA not relevant for extrapolation to humansMOA not relevant for extrapolation to humans



SummarySummary

Study is well designed and conductedStudy is well designed and conducted
Tumor response should be more extensivelyTumor response should be more extensively
discussed in context of all available datadiscussed in context of all available data
Discussion of possible modes of action wouldDiscussion of possible modes of action would
aid a better understanding of the relevance ofaid a better understanding of the relevance of
the findings to humansthe findings to humans
Expanded discussion would maximize theExpanded discussion would maximize the
benefit of the report to the end user benefit of the report to the end user –– both the both the
regulator and the regulated - as well as theregulator and the regulated - as well as the
publicpublic


